The effect of two non-steroidal anti-inflammatory drugs on the adhesion function of human platelets was evaluated. Platelets isolated from healthy human subiects were treated for 10 min with the indicated drugs and then incubated in fibrinogen+oated microwell plates in the absence or in the presence o{ ADP (10pM) and thrombin (O.OS U/ml). After t h of incubation, adherent platelets were measured using an enrymatic assay, ADP-and thrombin-stimulated adhesion was significantly inhibited by high doses ( > 500pM) of diclofenac, while doses ranging from 50 to 300 pM stimulated adhesion in the absence of agonists (resting platelets). A similar stimulatory effect on platelet adhesion was observed also with 20G-500 pM flurbiprofen. Moreover, immunocytofluorimetry demonstrated that diclofenac dose-dependent § (100-500 pM) induced the expression of GMP-140 and increased the expression of GPIIb^IIa on the membrane of unstimulated platelets. High doses ( > SOOpttt) of this drug inhibited thrombin-stimulated expression of GPIIbIIIa and GMP-140.
In addition, Figure 18 shows that similar stimulatory effects were found using flurbiprofen (zOO SOO pl,t).
Higher doses (1mM) of the latter drug markedly inhibited both resting and ADP-or thrombin-stimulated adhesion.
Immunocytofluorimetry demonstrated that diclofenac dose-dependently (1O0-5OO pM) induced the expression of GPIIb^IIa and GMP-140 on the membranes of unstimulated platelets (Figure 2A and B) . High doses (> 5OO pM) of diclofenac inhibited thrombininduced expression of the two glycoproteins ( Figure 2C and D). 
Discussion

